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To honor Dr. Jack G. Copeland’s
25 years as a distinguished faculty
member, accomplished surgeon
and renowned scientist, grateful
patients, friends and colleagues
have established an endowed chair
in supportofthe cardiothoracic
surgery teamunder his leadership.
The goalis to fund the chair at the
minimum level of $2 million. To
date, 403 donor families have
contributed immediate gifts of
$319,328, pledged gifts of
$537,000, and planned gifts of
$50,000—for atotal of $906,238.

The goalisto complete the effort
by the evening of Friday, Nov. 7,
2003, at which time all donors to
the fund will gather atadinner
celebration. Tolearn about how
you can help complete this tribute,
pleaseturnthe page.

Dr. Copeland performs a heart
transplant at University Medical
Center.

Non-surgical The Newest Supporting
Fix for Defect Rlsk Factor Research
p.5 C-reactive protein p. 12
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Ja:k G COpe| and, M D was born in

Roanoke, Va.,in1942. Heismarriedto Janand hastwo children
— Patrick, acomputer scientist with Microsoft in Seattle, and
Jennifer, achild psychologist in Colorado Springs.

Hiseducationincludesabachel or’sdegreein biology from
Stanford University in 1964, amedical degree from Stanford
in 1969, amedical internship at UCSD completed in 1970, a
clinical associate position at the surgical branch of the Na-
tional Heartand L ung I nstitutein Bethesdacompletedin 1973,
a cardiothoracic surgery residency completed at Stanford in
1975andgeneral surgery residency completedin1977, alsoat
Stanford.

In 1967, he received the Roche award for the outstanding
medical student at Stanford. In 1969, herecelved membership
intheAlphaOmegaM edical Honor Society andwaschosenfor
the Smith & KlineForeign Fellowshipin Malagasy Republic.

Dr. Copeland began at theUniversity of Arizonain July 1977 asassociate professor,
becameaprofessor of surgery in 1981, associatedirector of thethen-University Heart
Center in 1986, co-director of the UA Sarver Heart Center in 1991 and since 1990 has
beentheMichael Drummond Distinguished Professor of Cardiovascular and Thoracic
Surgery at the UA. He has been chief of cardiothoracic surgery at the UA College of
Medicine since 1977.

In 1979, University Medical Center became one of only six heart transplant centers
intheworld when Dr. Copeland performed the hospital’ sfirst heart transplant.

A founder and past president of the International Society for Heart and Lung
Transplantation, Dr. Copeland hasmarked many “firsts” inthetwo decadessincehisfirst
heart transplant. They include the first use in the world of atota artificial heart asa
“bridgetotransplant,” Arizona'sfirst double-lungtransplant and thefirst U.S. useof a
“BerlinHeart” assist devicedesigned for children.

Under Dr. Copeland’ sleadership, theUniversity and UM C havebecomeworldleaders
inthedevelopment of artificial heartsand heart devices. UM CishometotheCardioWest
total artificial heart and is part of two important nationwide artificial heart trials.

Inrecognitionof hiscontributions, Dr. CopelandwaspresentedwiththeBarney Clark
Award for advancement of artificial heart technology, presented by the American
Society for Artificia Internal Organs, in 2001.

Dr. Copeland has authored or co-authored over 360 peer-reviewed papers and
chapters. Heal so hasauthored or co-authored 167 abstractsthat have been presented.
His primary areas of interest have been adult and pediatric cardiac surgery, cardiac
transplantation, artificial heartsand cardiac preservation.




UA SARVER HEART CENTER, Spring 2003

Achievements, Milestones

1979 Cardiothoracic surgery program

established at UA, UMC becomes one
of the first six heart transplant centers
in the United States

Mar. 6, 1985 UMC is site of the first
use of a total artificial heart — the
Phoenix Heart — as a “bridge to
transplant”

Sept. 7, 1985 UMC marks first
successful bridge to transplant with an
artificial heart — the Jarvik 7 —when
Michael Drummond, a 25-year-old
Phoenix man, receives a new heart.
The artificial heart he used is now in
the Smithsonian Institution.

1985 First mobile intensive care unit
(MOBI) designed to transport critically
ill patients to UMC via Learjet

1987 UMC becomes one of the first
three heart transplant centers in the
nation authorized to receive Medicare
funds for heart transplants

1987 UMC implants its first assist
device in 1987 (Symbion VAD)

Mar. 27,1990 Arizona’s first single-
lung transplant, performed on Dale
Linger,a57-year-old Glendale man

Sept. 7, 1991 Arizona’s first combina-
tion single-lung transplant/coronary
artery bypass

Feb. 1992 Arizona’s first percutane-
ous transluminal coronary angioplasty
on a heart transplant recipient

Oct. 12,1992 Arizona’s first simulta-
neous triple transplantation in the
same hospital

Jan. 19, 1993 Arizona’s first double-
lung transplant

Oct. 1993 The national study of the
CardioWest total artificial heart is
initiated with UMC as the center

Oct. 1993 UMC sets world record
when Sharon Loughran of Scottsdale
lives for 186 days on the CardioWest,
the longest anyone had lived on an
artificial heart prior to successful
transplant surgery and discharge from
a hospital

1998 UMC implants a

Thoratec device in the

smallest person ever to

receive one. Willie Maskiell, who was
12 years old and 17 kilograms at the
time, later underwent a successful
hearttransplant.

1998 First use in the world of Gortex
pericardiumin CardioWestimplant

1999 UMC is first in world to perform
anintra-abdominal Gortex pocket
implant of a Novacor device

2000 Carlos Ochoa, a 7-year-old boy,
becomes the first patient in the United
States to receive a “Berlin Heart”
assist device

May 30, 2001 A team led by Dr.
Copeland successfully implants an
Arrow LionHeart — a fully implantable
mechanical heart assist device —in a

66-year-old man from Sun Lakes, Ariz.

It's the first time the device was
implanted in Arizona.

2001 UMC is announced as one of the
six centers selected for implantation of
the initial series of AbioCor Total
Artificial Hearts

2001 Dr. Copeland is presented with
the 2001 Barney Clark Award in
recognition of his success in the use
of artificial hearts and heart-assist
devices

Aug. 28,2002 Ten-year-old Jesse
Kolb becomes the youngest patient to
undergo adouble-lungtransplantin
Arizona

Oct. 7,2002 Howard Cook undergoes
adouble-lung transplant, becoming the
oldest cystic fibrosis patient to un-
dergo the procedure in Arizona

2003 To date, more than 650 heart

transplants, and 50 heart-lung trans-
plants, have been performed.

contribution deductions.

family members.

is Nov. 7, 2003.

How You Can Help Complete The Jack G. Copeland, MD,
Endowed Chair of Cardiothoracic Surgery

1. Make an Immediate Gift You may do this by sending a check to UA
Foundation/Copeland Chair, or with a credit card over the phone

2. Pledge a Gift A gift amount pledged over three to five years enables you
to make an expanded commitment to the endowment. To receive a
formal pledge form, please call us.

3. Consider a Gift of Stock or Property Appreciated securities, bonds,
stamps, coins, art or real estate are gifts that may provide tax advan-
tages including forgiveness of capital gains taxes and current charitable

4. Spread the Word Help by inviting others to participate. Let us know if
you would like a packet of informational materials mailed to friends or

5. Celebrate Our Success All donors to the endowed chair will be invited to
a special celebration dinner upon reaching $2 million. The tentative date

If you have any questions regarding The Jack G. Copeland, MD, Endowed

Chair of Cardiothoracic Surgery or ways that you can help the Sarver Heart
Center complete this tribute, please call Brian Bateman, Senior Director of

Development, at (520) 626-4146 or 800-665-2328.
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‘Patient Empowerment’ Levels Playing Field

T imesarechanginginmedicine.

Andit’ snotjust thetechnol ogi-
cal advancesandthenew, more
effectivedrugs.

Nope. What' schangingisthepatient,
saysEric Topol, MD, the2003 Samuel
and EdithMarcusVisiting Professor.

In atalk titled “The Era of Patient
Empowerment,” Dr. Topol explained
that there was a time
whenthedoctor wassu-
perior and the patient
was subservient. The
doctor told the patient
what the problem was
and what to do, and the
patientlistened.

“Now we have this
level playingfield. The
timeof thepatientisjust
asimportant asthetime
of thephysician,” noted
Dr. Topol,whoischair-
man of the Department
of Cardiovascular
Medicineat TheCleve-
landClinic.”“ Thereisnot
thissenseof superiority
by any means. The pa-
tient hastruly been em-
powered.”

Inahumorous presentation givento
cardiology faculty and guestsat adinner
recently, Dr. Topol said thisisagood
thing—but bringsthe growing pains of
any transition.

Among hisobservations:

* There sonein every waitingroom.
It's the “cyberchondriac,” the person
who has researched his or her symp-
tomsonthelnternetand madeadiagno-
sis. For more and more people, Dr.
Topol said, the Internet isbecoming a
primary sourceof medical information.
With aclick of the mouse, the average
person can order testsfor awiderange
of conditions— cancer, fertility, DNA
abnormalities.

“Y oucanbuy kitsfor anything now,”

he said, noting that there is no agency
regul atingthetests.
» Doctors who think they are in
chargeof their patients careshould
think again. A large percentage of pa-
tients areseeing naturopaths, herbalists
and other non-traditional specidists, Dr.
Topol said.

“Becausepeoplearefedupwithtra-
ditional doctors, they turntoalternative
providers.”

But many aren’t letting their tradi-

tional doctorsknow about the alterna-
tiveproviders, or about the substances
they are taking that could be harmful,
he added.
» The Mediterranean Diet has been
showntolower cardiovascular risk,
but nooneknowsabout it becauseit
can’'t besold. Whenthere’ sno money
to be made, according to Dr. Topol,
itisunlikely anideawill get thewide-
spread exposure of plans promoted by
weight-lossgurus.

Meanwhile, Americans buy books

Back row: Joy Fogel, Judge Wilfred Feinberg, Eric Topol, MD,

Martin Lapidus, Frank I. Marcus, MD. Center: Shirley Marcus
Feinberg. Front row: Lynn Marcus, Janet Marcus and Ann Marcus.

about dietsthat havenot been proven
safe or effective over thelong term —
and enjoy high-caloriefast food on a
regular basis.

“Wehavemovedfromthedrive-thru
eratothesgueeze-thru,” Dr. Topol said.

We already know the “cure” for
weight problems: fewer cal ories and
moreexercise. Eventhoughit hasbeen
proven that at least 30
minutesof aerobicexer-
cise most days of the
week lowerscardiovas-
cularrisk, activity levels
havesteadily decreased,
henoted.

“What isthe average

Americanwaiting for?’
he asked. “The magic
pill.”
» Getting ready to do
the taxes? Forget the
calculator. Bring out
the scale! Safe drivers
get breaks on their car
insurance.Why shouldn’t
peoplewho take care of
themselvesget discounts
ontheir healthinsurance,
Dr. Topol wondered.

Perhaps people who
arenot overweight—andthereforehave
alower risk for cardiovascular disease—
couldevenqualify for tax breaks.

Dr. Topol’s vision: “On April 15,
whenyoubringyourtax form, youweigh
in” ¢

The visiting professorship was estab-
lished in 1997 by the sons and daughter of
Jewish immigrants Samuel and Edith
Marcus for the enhancement of education
and resear ch of students, residents, fellows
and faculty in cardiology. Their children
areFrankl. Marcus, MD, thefounding chi ef
of cardiology at the UA; Julius Marcus, a
Floridabusinessman; and Shirley Feinberg,
a personal shopper in New York.
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New Device Fixes Heart Defect Without Surgery

on her left side that Linda Arnaud
knew that anything waswrong with
her heart.

Shewasswimmingwithher family on
Mother’ sDay 2002 when shewasstruck
with aterrible headache. Because she's
always been hedlthy, she ignored it.
After al, she had run in the Boston
Marathon only a month before.

She realizes now that the headache
wasn't thefirst sign—about threeweeks
before, after a routine dentist appoint-
ment, she had felt fatigued.

The day after Mother’s Day, Linda
wasin her kitchen when her vision sud-
denly shiftedtotheleft. Thenher leftarm
andtheleft sideof her facebegan shaking.
Shewas having aseizure.

Shefell down, got up, thenhad another
saizure. Thankfully, oneof Linda sfriends
calledher cdlular phone. After getting her
5-year-old daughter to answer it, Linda
was ableto let her friend know shewas
introuble, and her friend came over and
caled911.

Testspointedtoabrainabscess. After
losing most of the movement on her | eft
side, she underwent surgery to remove
the abscess, and then suffered total pa-
ralysison her left side.

After aregimenthatincluded antibiot-
icsand sessionswithamassagetherapist
and anoccupational therapist, Lindahas
been able to regain nearly all of the
movement on her | eft side.

Doctors suspect her medical ordeal
can be traced to a heart defect.

Whileinthe uterus, every fetushasa
small opening between the upper cham-
bersof theheart calledtheforamenovale,
ashortcut that divertsbloodfromtheright
sideof theheart totheleft side—bypass-
ing the lungs as the fetus is not yet
breathing.

In most people, the foramen ovale
closesat birthand healsover. Butinafew
peopleitremainsopen, or “ patent,” which
alsoisusually not aproblem.

I twasn't until she became paralyzed

“There are a lot of people
walking around with this
defect and it’ s not an alarming
thing,” says Samuel Butman,
MD, director of the Cardiac
Catheterization L aboratoriesat
University Medical Center.

But, as in Arnaud’s case,
there can be dire conse-
guences.

Doctors believe the dental
cleaning introduced bacteria
into her blood, which then
passed from the right upper
chamber of her heart to the left viathe
foramen oval e, andthen madeitsway to
her brain.

The biggest risk of having a patent
foramenovae(PFO) isstrokebecauseit
allows ablood clot to bypass the lungs,
where it normally would be dissolved,
and go directly to the brain. When a
patient — particularly a young
patient — has a stroke for No [rueni
apparent reason, doctors typi- -
cally check for a PFO.

Until recently, the problem
couldonly befixed surgically. But stud-
iesare underway totest aprocedurethat
closes PFOs via catheter.

In the procedure, which Arnaud un-
derwent lessthanayear ago, acatheteris
guided through a vein to the heart and
acrossthehol ethroughtheatrial septum.
Once the catheter is in position, it
deploystwoumbrella-like patches—one
over thePFO’ sopeningintheleftatrium
and one over the PFO’s opening in the
right atrium — effectively sealing both
sides of the passageway.

Dr. Butmanisparticipatinginthestudy
of one device and expects two other
experimental devicesalsoto betested at
UMC.

It is believed that PFO closure can
reduce the risk of strokes. Anecdotal
data suggests that it also may help
alleviatemigraines.

A similar device already is used rou-

Top: The two umbrella-like patches are
collapsed into the tip of the catheter
until they are deployed. Inset: a close-
up of one of the patches. Bottom: A
diagram showing the location of the
PFO.

tinely to repair another heart defect,
called an “atrial septal defect” (ASD).

ASD is when holes are left in the
muscle (septum) that separates the two
upper chambers of the heart during the
heart’ s development in the womb. The
condition is not life-threatening, but
eventually canleadtoright heartfailure,
higher risk of stroke, heart rhythm
abnormalitiesand pulmonary hyperten-
sion (high blood pressure in the pulmo-
nary artery). ¥
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Tucson ~ February 15, 2003

Topics ranging from cardiopulmonary
resuscitation to hormone replacement
therapy were discussed at the Sarver
Heart Center’s annual Healthy Heart
conference. Right: Karl B. Kern, MD,
demonstrates “continuous chest com-
pression” CPR. Below: two conference
participants enjoy lunch.

Above: participants review information
handed out during the conference.

Right: Marietta Anthony, PhD, (left), associ-
ate vice president for women’s health
research at the Arizona Health Sciences
Center, answers questions along with Beth
Malasky, MD, a cardiologist with the Native
American Cardiology Program.
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More than 250 people attended a public
education conference the Sarver Heart
Center held in Green Valley. Left: modera-
tor Bernard Klein and his wife, Gladys,
listen to a presentation. Below: volunteer
Mary Jane Clabots helps someone during
the lunch break. Bottom: participants listen
during a question and answer session.

Green Valley ~ March 1, 2003
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CRP

C-reactiwe protein

By Gordon A. Ewy, MD
UA Sarver Heart Center Director

r thefirst timein nearly three decades,
FIDWO of the nation’s leading health
organizationshaverecommended anew
blood test to hel p doctors assesstheir patients
risk for heart disease.

Evidencehasbeenbuildingfor several years
that mild clinically silentinfectionsor inflam-
mationmay play aroleincausing heart attacks.
One manifestation of clinically silent inflam-
mation is C-reactive protein (CRP). Although
some of us (based on the scientific literature)
havebeenusingthistestfor years,theAmerican
Heart Association and the Centersfor Disease
Control recently recommendedthat physicians
consider CRPlevelsinscreeningtheir patients
risk for heart attacks.

CRPnow joinstheranksof themajor cardio-
vascular disease risk factors that we have
knownabout for decades—smoking, highblood
pressure, highLDL cholesterol, low HDL cho-
lesterol, increasing age, family history, obesity,
diabetes and a sedentary lifestyle.

Over the past few years there has been in-
creasinginterestinhow inflammation contrib-
utesto the development of obstructionsin the
arteries, and especially in the breakdown of

Dy’
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theseobstructions, whichleadstobloodclotting
and sudden blockage of the arteries. Sudden
blockage of a coronary artery causes a heart
attack and sudden blockage of acarotid artery
resultsin astroke.

CRPisonly one of many proteins produced
by the liver in response to inflammation. But
becauseit is stable and easy to measure it has
becomethe standard.

In spite of the general endorsement by two
national scientifically respected health care

CRP nowjoinstheranks
of the major cardiovascular
disease riskfactors that
we hawe known about for
decades

groups, therearestill many unknown aspectsof
CRP. Firgt, it isunclear where in the body the
chronic low-grade inflammation is located.
Someevidencepointsto chronicinflammation
in the atherosclerotic lesions in the coronary
arteries. Other evidencepointstochronicinfec-
tion in other parts of the body, such as lung
infections caused by Chlamydia Pneumoniae,
repeated viral infections, etc.

The second unusual feature of CRPisthat it
is only predictive for cardiovascular disease
whenit becomeselevatedinahealthy patient’s
previously defined “normal” range. That typi-
caly is a small difference, making it more
difficulttomeasure, whichledtothecreationof
theultra-sensitiveor high sensitivity CRPtest,
called the“hs-CRP’ test.

Several illnesses, suchasrheumatoid arthri-
tis, result in CRP levels that are far above the
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rangeof normal; itisunclear whether thesevery
high CRP values also are predictive.

How might your physician use hs-CRPval-
ues?Heor shemight usethemtodecidewhether
you should be taking aspirin as a preventive
measure. Inthepredominantly malePhysicians
Health Study — in which a large number of
apparently healthy physicians were random-
ized to 325 mg of aspirin every other day or to
placebo — it was found that those physicians
whotook aspirin (andwhowereover theageof
50) had significantly fewer heart attacks over
theensuing four yearsthan the physiciansran-
domized to placebo. Thisfinding isthe basis
uponwhich physicianshaverecommended as-
pirin therapy to men over the age of 50 for
primary prevention of heart attacks.

However, arecent analysisof blood samples
obtained from the physicians at the start of the
study foundthat thosephysicianswiththevery
lowestlevelsof CRPhadvery few heart attacks
and no benefit from aspirin. But the benefit of
aspirinincreased asthelevel of CRPincreased.
This confirmed the importance of aspirin in
patientswith highrisk for thedisease, but there
was no apparent benefit for those with the
lowest CRP levels.

Likewise, studiesof largegroupsof patients
given the cholesterol-lowering “statin” drugs
have shown marked benefit. However, recent
studieshaveshownthat thebenefit wasgreatest
inthose patientswith el evated cholesterol and
elevated CRP levelsand lessin those patients
without elevated CRP levels.

Another useof thisnew hs-CRPbloodtestis
asfollows: If your LDL cholesterol level isonly
moderately elevated andyour other risk factors,
including CRP, arevery low, therapy might not
be recommended. In contrast, if your LDL
cholesterol is only moderately elevated,
ahigh CRPlevel would be considered an addi-

HEART NEWSFORY OU

tiond risk factor, suggestingthat L DL cholesterol
loweringwithastatintypedrug might beappro-
priate.

Why would an elevated CRP level increase
the risk of a heart attack or stroke? CRP is
produced in response to any infection in the
body. The CRP attachesto theinfective agent,
making this agent more susceptible to uptake
by thewhite blood cellsfighting theinfection.
(As one person put it, it makes the infective
agent “taste better” to the white blood cells).
Thatisthegood news. Thebad newsisthat CRP
alsoattachesto L DL cholesterol and enhances
the uptake of LDL cholesterol by the white
blood cells — a step that accelerates the
process of atherosclerosis. Thusfor any level
of LDL, therisk ishigher when the CRPlevel
ishigher.

The only thing that is constant in medicine
ischange. There have been avariety of novel
risk factors that have been advocated over
the years, including homocysteine levels,

CRP attaches to LDL
cholesterol and enhances the
uptake of LDL cholesterol by
white blood cells —a step
that accelerates the process
of atherosclerosis

lipoprotein (a) or Lp (a) levels, and small dense
LDL cholesterol levels, to nameafew. Y et, the
recommendationby twonationally respected or-
ganizationsthat CRPbeadded asoneof our major
cardiovascular risk factors is the first
in decades, and is sure to impact health care
practices for decades to come.



10

UA SARVER HEART CENTER, Spring 2003

Lab Sees Success in Heart Failure Work

eart failure is

among the most

debilitating and
costly diseasestoday. More
than 400,000 new cases of
congestiveheartfailureare
reported each year and the
estimated cost of heart-re-
lated patient care in the
United States in 2001 was
$105 billion.

Drawing from disci-
plines ranging from engi-
neering and physiology to
cell biology and biochem-
istry, aresearchteamled by
MohamedA. Gaballa, PhD,
is looking for new treat-
mentsfor congestive heart
failurethat couldsavelives
andmoney.

The team’s focus is on
the changesthat heart fail-
urecausesinthefunction of
the heart and vessels.

In most cases, heart failure devel ops after oneor more
coronary arteries become blocked. When an artery is
occluded, bloodisprevented fromreaching anareaof the
heart, causing the heart muscleto die. That area of heart
musclethenisreplaced with scar tissue, whichisunable
to contract and thus decreases the heart’s ability to
pump blood.

Unlike most other tissues, heart tissue has a limited
ability toregenerate. Dr. Gaballa’ slabisexamining stem
cells from different sources, such as bone marrow and
umbilical cord blood, to seeif they can be used to repair
the damaged heart after aheart attack.

Dr. Gaballaalready hasbeen successful indeveloping
anovel way togrow new heart tissue. Building upon other
researchers lackluster effortsto generate heart tissue by
implanting cellsinareaswhereheart musclehasdied, Dr.
Gaballa hypothesized that the cell growth was limited
because the cells had nothing to hold onto asthey grew,
and therefore had difficulty connecting with existing

Mohamed A. Gaballa, PhD, (front) is shown with members of his research team: (from
left) Nicholle Johnson, Kristi Magers and Julia Sunkomat, MD.

heart tissue.

He and other Sarver Heart Center researchers experi-
mented with placing a“ scaffold” madefrom collagenon
thedamagedtissue, givingthenew cellsaplaceto attach.
The experiment concluded that the scaffold was exactly
what thetransplanted cellsneeded. They not only devel-
oped into cardiac tissue but formed new vessels.

Another major findingtocomeout of Dr. Gaballa slab
isadeficiency inagenethat synthesizesnitric oxide (the
activeingredientin nitroglycerin).

“Based on this finding we designed a gene therapy
techniqueto correct thisgene,” Dr. Gaballasaid, adding
that thelab continuesto work toward new treatmentsthat
specifically target some of the molecular changes that
occur inthevascular system during heart failure.

The lab also discovered a deficiency in a gene that
makes beta-andrenergic receptors(which areblocked by
beta-bl ocker medications).
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Dr.Woosley Earns Grant to Study Drug lnteract/ons

A nearly $4 million fed-
eral grant hasbeenawarded
to the drug interaction re-
searchinitiative headed by
Raymond Woosley, MD,
PhD, UA vicepresidentfor
health sciences.

Dr. Woosley isthe prin-
cipal investigator of the
University of ArizonaCen-
ter for Education and Re-
search in Therapeutics
(AzCERT), which focuses
on preventing harm from
drug interactions through
research and educational
programs. AzCERT ispart
of anational network of sev-
eral centers, al based at
academic health sciences
centers.

The program was
awarded $3.9 million over
five years by the U.S.
Agency for Healthcare
Research and Quality to
continueitsefforts.

“Patientsand physicians
need unbiased research to
allow those who prescribe
andthosewhotakedrugsto
makeinformedand cost-ef-
fective choices of thera-
pies,” Dr. Woosley says.
“That isthekey mission (of
the CERT centers).”

AzCERT is devoted to
education and research
on prevention of adverse
drug reactions that cause
arrhythmias (heart rhythm
abnormalities).

“Five of the 10 drugs
removed from the market
in the last four years

caused cardiactoxicity that
resulted from adversedrug
interactions,” Dr. Woosley
notes. “These and many
other drugs still marketed
today have been shown to
increasetherisk of apoten-
tially fatal arrhythmia,” es-
pecially inwomen.

The CERT concept was
proposed years ago by Dr.
Woosley, who wanted the
federa governmenttoestab-

lishaconsortiumof academi-
cally based centersfocused
on drug interactions. The
AzCERT's Pharmacody-
namics Coreislead by Dr.
Woodley andincludesJulia
Indik, PhD, MD, and Ellen
Pearson, RN, MPH.

The other core areas
are Pharmacoeconomics,
Drug-Herbal Outcomes,
Education and Women's
Health Research.v

Raymond L. Woosley, MD

Margaret Richardson Becomes Honorary Wildcat

Sarver Heart Center friend Margaret C. Richardson was presented with an
honorary alumnus award at a surprise reception. From left: Richard F. Imwalle,
president of the University of Arizona Foundation; Gordon A. Ewy, MD; Margaret
C. Richardson; Sandy Ruhl, president of the UA Alumni Association; and Ken
R. Dildine, vice president for planned giving at the UA Foundation.
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Shaftners Establish Endowed Chair for Research

Dorothy Shaftner passed away on
April 15, 2003. We extend our
sympathies to the Shaftner family.

ill and Dorothy Shaftner
recently finalized plansfor a
series of deferred gifts that
will form The William V. and
Dorothy Bramble

Dorothy’ sfocusturned to fashion
when she landed her first job at an
advertisingagency that specializedin
the industry. Macy’s in San Fran-
cisco soon hired her astheir fashion
coordinator to choose clothing for
displays and plan fashion shows.
Her love of writing and the fashion

thewar andwasinvolvedincounteres-
pionagemattersinthestateof Montana
andin Seattleand San Francisco.
Most of theirmarriedlifethey lived
inPaloAlto, Cdif.,whereBill served
on the board of directors of the Palo
AltoUniversity Club. Heand Dorothy
remained active with the club and
developed many

Shaftner Endowed
Chair for Heart
Research. The
Shaftners plan to
addtotheir previ-
ous contributions
to The University
of Arizona Foun-
dation to form an
endowed chair in
the area of most
compdlingneedfor
heart disease re-
searchattheSarver
Heart Center.

By establishing
anendowedchair,
theShaftnershave
giventheultimate
gift in support of academic medical
research.

But don't attribute the couple's
warmsupport of health carecausesto
Bill’sside of the family.

Hisgrandfather servedassheriffin
asmall Ohiotownandvowedneverto
trustdoctors, dentistsor lawyers. Early
inhiscareer, agunbattlelefttheyoung
lawwman wounded in his right shoul-
der. Trueto hisvow, herefusedtolet
thedoctor removethebulletandlived
withthepaininhisrightarmtotheripe
old age of 92.

Dorothy BramblewasaThetaand
Bill Shaftner was a Beta when they
met at Ohio State. BothwereEnglish
majorsandwent ontovery successful
careersthat allowed themtoretireto
Arizonaat arelatively young age.

close friendships
with  Stanford
alumni andfaculty.
Connections to
members of this
clubeventualy led
them to Gordon A.
Ewy, MD, director
of the Sarver Heart
Center.

Following their
retirement to Ari-
zona, Dorothy de-
veloped an aneu-
rysmandBill called
a doctor friend at

field led her to pen
articles for maga-
zines such as Good
Housekeeping,
Family Circle and

a sowrotetwo popu-
lar books for girls
and young women
exploringacareerin
fashion. Publishedby
Putnam, “ Kim Fash-
ions a Career” and

mrtbaw ird
“HInE FARH SR & CaNEER"

Woman's Day. She O

e L L LY i &

Stanford Medical
Centertosay hewas
bringing Dorothy
directly thereto be
treated. The friend
encouragedthemto
stay put and to see
oneof thefinest car-
diologists in the
country, who was
right there in Tuc-
son. He knew the
namehadjustthree
letters and when
Bill mentioned Dr.
Ewy, thefriendcon-

“Kim In Style” were behind-the-
scenes looks at the work Dorothy
cherished.

Bill’svocation in the Federal Bu-
reauof | nvestigationbeganjust before
Pearl Harborinthespringof 1941. He
served asan FBI special agent during

curredthat thiswaswhomthey needed
to see.

“Dr. Ewy and the staff at theHeart
Center have really been key for us
over theyears,” accordingtoBill. “1f
| could find a better place to put this
money, | woulddoit.” ¥
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Student Explores Role of Collagen in Aging Heart

The American Heart Association
has awarded a$20,000 fellowshiptoa
doctora student researchingage-related
changesintheheart.

The focus of Cory Alwardt’s re-
searchisto show that age bringsabout
problemsin the cellular makeup of the
heart, causingittobecomemorefibrous
and tiff.

Thecellsof theheart muscleareheld
together by collagen, whichhelpsorga-
nize the contractions of the individual
cellsinto asynchronized pumping ac-
tionintheleft ventricle, which pumps
blood to the brain and the body.

Whenthereistoo muchcollagen, the
heart doesnot relax aswell, whichim-
pairsitsability tofill theleft ventricle.
This condition, called relaxation dys-
function or diastolic heart failure, is
related to 20 percent to 30 percent of
heartfailurecases.

The collagen structural support of
the heart cells in the myocardium
(heartmuscle) iscalledthe” extracel lular
matrix,” an intricate and highly orga-
nized structure that servesto maintain
functional integrity of themyocardium.

Thequality andamount of collagenis
regulated by the cardiac fibroblasts,
whichrespond to, produce and release
growthfactors.

Abnormalitiesin the cardiac relax-
ationphasehavebeenlinkedwith* mal-
adaptiveremodeling” of theextracellu-
lar matrix, inwhichthereisanabnormal
amount of collagenintheheart muscle.

Alwardt’ shypothesisisthat themal-
adaptive remodeling is largely dueto
cardiacfibroblast dysfunction.

Little is known about the effect of
aging on cardiac fibroblast function.
Thefactorsthat regulatetheir function
are important to define for the under-
standing of heart diseases associated
withrelaxationdysfunction.

Alwardt’ sstudy, titled“ Age-Related
Changes in Cardiac Fibroblast Func-
tion,” proposes to determine the age-

related altered function of the cardiac
fibroblasts, including collagen synthe-
Sis, secretion of and responsetogrowth
factors, and related changesin cardiac
function.

Alwardt believes that older people
have an altered expression of
regul atory growthfactors, whichleads
to an increased rate of collagen
production.

Hewill experimentwithpro- andanti-
collagen growth factors to see their

effects on collagen production
in both young and old heart muscle.

Alwardt’ sresearchwill contributeto
understanding theeffect that aging has
on the heart’ srelaxation function, and
hopefully lead to the development of
new ways to treat patients with relax-
ationdysfunction.

Alwardt, a physiological sciences
doctoral student, isworkinginaSarver
Heart Center laboratory headed by
DouglasF. Larson, PhD. ¥

SHC Lab Receives Award

A researchteamled by DouglasF.
Larson, PhD, won an award for the
most outstanding scientific paper at
the 41st International Conference of
the American Society of Extra-Cor-
poreal Technology.

The paper — titled “A

Theresearch team’ shypothesisis
that cardiac fibroblast dysfunction
results because of an over-ex-
pressed growth factor (TGF-[31),
leadingtoanincreaseincollagenin
the older heart.

Mechanismof DiastolicFill-
ing DysfunctionintheAged”
—exploredthepossiblecause
of increasingstiffnessinheart
musclethat occurswith age.

Other members of the
teamareRenelngham, Cory
Alwardt and Bo Yang, MD,
PhD.

The lab’s work was sup-
ported by a gift from Drs.
Del and Karen Steinbron to
support research in heart
failure.

A halmark feature of the aged
heart is increased fibrosis — or scar-
ring —which resultsin diastolic dys-
function (an inability of the heart to
relax between contractions, slowing
theamount of blood enteringthepump-
ing chamber during “diastole” — the
filling phase of the heart cycle).

In addition, older patients have
worse survival rates after a heart
attack, partly because the makeup of
their hearts has undergone changes
caused by cardiac fibroblasts (the
cellsthat make up connectivetissue).

Del Steinbron, MD, and Douglas F. Larson, PhD

TGF-31 stimul atesthe synthesisof
the extracellular matrix proteins in-
cludingcollageninthecardiactissues.
Inastudy of mice, therewasamarked
increase in the gene expression in
older mice. Further, heart stiffness
correlated with collagen amounts.

In conclusion, the gene findings
supported thegroup’ shypothesisthat
problemsin the regulation of cardiac
fibrablast productionaccount for dias-
tolic filling dysfunction in the aged.
Theresults point to the need to revise
perfusion techniques used in older
patients.
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SHC Members Present Research at National Cardiology Meeting

Several Sarver Heart Centermem-
bers were invited to present their
research findings to the American
College of Cardiology at its Annual
Scientific Session, held in Chicago
this spring.

Dr. Marcus Receives
Alumnus Award

Frank |. Marcus, MD, a found-
ing member of the UA cardiology
program, will be presented with a
Distinguished Alumnus Award from
Boston University School of Medi-
cine in recog-
nition of his out-
standing ca-
reer.

Dr. Marcus
attended Bos-
ton University
after gradu-
ating from
Columbia Uni-
versity at the age of 20. After re-
ceiving a master’s degree in physi-
ology from Tufts University in 1951,
Dr. Marcus graduated cum laude
from Boston University in 1953.

Dr. Marcus served as chief of
cardiology at the Georgetown
University Service at the DC
General Hospital from 1960-68,
and then was recruited to Tucson
to become founding chief of the
UA'’s cardiology section.

Dr. Marcus’ research has fo-
cused on drug interactions and
cardiac arrhythmias (irregular
heart rhythms). He is considered
an international expert in
arrhythmogenic right ventricular
dysplasia, a hereditary condition
that accounts for a significant per-
centage of sudden deaths in ath-
letes and young people.

Dr. Marcus will be presented
with the award during a banquet in
Boston in May.

Dr. Marcus

The ACC is a 28,000-member
nonprofit professional medical
society dedicated to fostering opti-
mal cardiovascular care and disease
preventionthrough professional edu-
cation, promotion of research, lead-
ership in the development of stan-
dards and guidelines, and the formu-
lation of health care policy.

The yearly conference is an op-
portunity for the international cardiol-
ogy community to come togetherand
hear the latest research discoveries
and breakthroughs.

Below is a list of SHC members
who presented original scientific
data or delivered lectures or mini-
courses.

Early Activation of Matrix Metalloproteinase After Myocardial

Infarction in Rats (Poster Session)

Jason Wollmuth, MD, Nicholle Johnson, Steven Goldman, MD,

Mohamed A. Gaballa, PhD

Aldosterone Antagonism Improves Endothelial Dependent
Vasorelaxation in Heart Failure via a Nitric Oxide Mediated

Mechanism (Poster Session)

Trunk Tran, MD, Kent G. Meredith, MD, Jason Wollmuth, MD,
Steven Goldman, MD, Hoang Thai, MD, Mohamed A. Gaballa, PhD

Role of Endothelial Nitric Oxide Synthase in Arterial Remodeling in

Heart Failure (Poster Session)

Mohamed A. Gaballa, PhD, Steven Goldman, MD

The Thyroid Hormone Analog, 3,5 Diiodothyropropionic Acid
(DITPA) Restores Diminished Vascular Beta-Adrenergic and
Endothelial Mediated Vasorelaxation in Heart Failure (Oral Contributions)
Peter H. Spooner, MD, Steven Goldman, MD, Mohamed A. Gaballa, PhD

Intracoronary Delivery of Bone Marrow-Derived CD34+
Mononuclear Cells Increases Vascular Density in Infarcted

Myocardium (Oral Contributions)

Julia N. Sunkomat, MD, Mohamed A. Gaballa, PhD

Comparison of Weight-Based Monophasic and Fixed-Sequence
Biphasic Defibrillation Dosing for Resuscitation in a Model of
Pediatric Prolonged Cardiac Arrest (Poster Session)

Robert A. Berg, MD, Ronald W. Hilwig, DVM, PhD, Fred W. Chapman,

Robert G. Walker, Richard C. Nova, PE, Marc D. Berg, MD, Karl B. Kern, MD,

Gordon A. Ewy, MD

Functional Myocardial Angiogenesis Resulting From Persistent

Systolic Perfusion (Poster Session)

Marvin J. Slepian, MD

Limiting Interruptions of Chest Compression
(During Cardiopulmonary Resuscitation) (Mini-Course)

Karl B. Kern, MD

Preclinical Insights on Myocardial Ischemia (Oral Contributions, Co-Chair)

Steven Goldman, MD

The Complicated Myocardial Infarction Patient (Meet the Experts,

Co-Chair)
Joseph S. Alpert, MD
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Dr. Bates Given Award for
Heart Failure Research

Kathryn L. Bates, DO, was se-
lected as a 2003 AstraZeneca
scholar in recognition of her
research contributions.

Dr. Bates received a scholarship
to attend and present her research
at the American
Federation for

Medical Re-
search Meeting
this winter.

Her presenta-
tion was titled
“HMG-COA Re-
ductase Inhibitor,
Simvastatin, En-
hances AKT Protein Levels in Heart
Failure.”

Kathryn L. Bates
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Medtronic Funds Electrophysiology Research

UA medical resident Abhijit A. Medtronic, a company that manufactures pacemakers and other devices,

Shinde, MD, also was selected as a
scholar. His presentation was titled
“Concurrent Amiodarone Therapy In-

is helping to fund the research of Julia Indik, MD, (center) the Sarver
Heart Center’s first cardiac electrophysiology fellow. Pictured with Dr.
Indik are, from left: Mike Wohlleb, senior sales representative for

Medtronic; J. Wade Haskell, district manager for Medtronic’s Tucson

creases Implantable Cardiac Defibril- - pigtrict: peter o, MD, director of the UMC Electrophysiology Labora-
lator Discharges in Patients with High tory; and Frank I. Marcus, MD, who was UMC's first electrophysiologist.

Risk for Sudden Cardiac Death.”

BecomeanOrganDonor...Online!

Becoming an organ donor just got a
lot easier.

Arizonans now are able to register
their intent to be an organ and/or
tissue donor via the Donor Network
of Arizona web site. Registering
ensures that one’s wishes are
carried out — regardless of whether
the donor has informed family
members of his or her decision.

To join the registry, or for more
information, visit www.dnaz.org or
call 800-94-DONOR.

Endowment Gift

Desert Toyota owner Brent Berge (right) presents
a check to Richard G. Smith, director of UMC’s
Marshall Foundation Artificial Heart Program. The
gift will go toward The Jack G. Copeland, MD,
Endowed Chair of Cardiothoracic Surgery.
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T hehighlight of thisissueof
the Sarver Heart Center
newsd etter istheannounce-

ment of the effort to fund an en-
dowed chair in honor of Jack G.
Copeland, MD. Jack hasmademany
uniqueandimportant contributions
tothefieldof cardiovascular surgery
that havehel ped patientsin Arizona
andindeedaroundtheglobe. Thelist of histeam’ sorigina and
pioneering accomplishmentsincardiacsurgery, heart trans-
plantationand mechanical heart assi st devicesistruly mind-
boggling (seepage3).

Thisendowed chairwill honor Dr. Copeland by supporting
the work of the cardiothoracic surgery team now and in
perpetuity. The endowment has been established at The
University of ArizonaFoundation, whichwill distributeaset
percentagefromthisendowed fund annually to support the
mostimportant needsof thedoctorsand scientistsworkingin
cardiothoracicsurgery.

The Sarver Heart Center’s goal of “... afuture free of
heart diseaseand stroke” will not berealized by just diagnos-
ingandtreating patients. Our clinical missionmust beaccom-
panied by the education of future doctors and surgeonsin
additional togroundbreaking research advances. Despitethe
tremendous work that Jack’ s team does every day —from
bypasssurgery toheart transplantation—itisnot enough. In
order to advancethesearchfor treatmentsand theultimate
cure, they alsomust beafforded theopportunity tofocuson
researchand education.

FROM THE DIRECTOR
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Thispermanent sourceof financial supportwill allowthe
teamto dothat.

Dr. Copeland hasgained aworldwidereputationby boldly
chalengingthelimitsof surgical trestment for end-stageheart
disease. For 25years, hehasgathered atal ented, committed
team of medi cal professional swho havetaken advantageof
the newest technology and up-to-date medical research to
provideunparalleled caretothesickest peopleinthesouth-
west.

Thosewho haveaninterestinensuringthat thisprogress
continues—whileal so honoring Jack’ saccomplishments—
may joinusby contributingto The Jack G. Copeland, MD,
Endowed Chair of Cardiothoracic Surgery.

Gordon A. Ewy, MD
Director, UA Sarver Heart Center

The UA Sarver Heart Center
Newsletter is published regu-
larly. News reporters are wel-
come to quote from newsletter

Sarver Heart Center
Director:
Gordon A. Ewy, MD

articles and are kindly asked to
provide credit. Correspondence
or inquiries should be addressed
to: UA Sarver Heart Center, Pub-
lic Affairs, PO Box 245046, Tuc-
son, AZ, 85724-5046.

Editor: Pila Martinez,
(520) 626-4083
pila@u.arizona.edu

Co-Directors:

Jack G. Copeland, MD
Eugene Morkin, MD
Senior Director of
Development:

Brian Bateman

(520) 626-4146
800-665-2328

Photography: Biomedical
Communications, Conrad
Joyner, Pila Martinez

THE UNIVERSITY OF

ARIZONA.

SARVER HEART CENTER

TheUniversity of Arizona
Health Sciences Center
Sarver Heart Center

PO Box 245046

Tucson, AZ 85724-5046

ADDRESS SERVICE REQUESTED

NON-PROFIT ORG.
U.S. POSTAGE
PAID
TUCSON,ARIZONA
PERMIT NO. 190




